(19) ^^mmmmmwtm 

(43) Sl^^^fflB 
2003 ^2 ^ 6 B (06.02.2003) 



lilllilllillllliillillilliiliilli^^ 

(10) m^yjut^^^ 

PCX wo 03/009831 Al 



IP Him 



(51) mmi^¥^^m'i a6ik9/2o. 

9/16, 47/10, 47/26. 47/30, 47/38, 31/18 



(21) 

(22) SIISttjigB: 

(25) @BSUiPCD?|g: 

(26) SBS^^ii^l'li: 



PCT/JP02/07550 



2002 ^7 ^ 25 B (25.07.2002) 



(30) SJtffi-X — ^ 5 

60/308,303 2001 ^F7 ^27 S (27.07.2001) US 

(71) ajSA:ai;trtS^»3C^*±(YAMANOUCHI PHAR- 
MACEUTICAL CO^ LTD.) [JP/JP]; =r 103-8411 M'Mi^ 

a**S*Br-T S 3 S 1 1 # Tokyo (JP). 

(72) filffl as (SHINODA,Tatsuki); T 425-0072 
Shizuoka(JP). m (MAEDA,Atsushl); T425-0072 
Shizuoka (JP). me aTOU,Naoki); T 425-0072 

^*rp 1 8 0 aj;2.F*9S^<*2C%*ti^ 

Shizuoka (JP). tK* Ittl 0^tlIZUMOTO,Takao); T 425- 



0072 mm» mWrn 1 8 0 dJiirtSl^*^^^ 

4±(^ Shizuoka (JP). tUlU? S (YAMAZAia,Shigeru); T 
425-0072 ^|59m fiS^rf? ifcfe 1 8 O OlifcrtSlSlttS 
^c1±I^ Shizuoka (JP). TSS (TAKAISHl,Yuuki); T 

425-0072 fira^ 1 8 0 U4;iirtS36*5C 

^4±n Shizuoka (JP). 
(74) «gA: *H (NAGAI,Shozo); T 174-8612 

af*S*Bl*3Tokyo(JP). 

(81) tlSD W;: AE, AG. AL, AM. AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, OA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, XL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO. RU, SD, SE. SG, SI, SK, SL, TJ, TM, 
TN, TR, TT, TZ» UA, UG,UZ,VN, YU,ZA,ZM,ZW. 

(84) ftSS (0^^): ARIPO 4$t* (GH, GH KB, LS, MW, 
MZ, SD, SL, SZ. TZ. UG. ZM. ZW), IL- ^ *>T ^ttK 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TMX 3 — P 'V/^ 
IftSF (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES. H. FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, TR), OAPI W 
(BF, BJ, CF, CG, CI, CM, GA GN. GQ, G W, ML, MR, 
NE, SN, TD, TG). 




(54) Title: COMPOSITIONS CONTAINING SUSTAINED-RELEASE FINE GRAINS FOR TABLETS QUICKLY DISINTE- 
GRABLE IN THE ORAL CAVITY AND PROCESS FOR PRODUCING THE SAME 

(54) ^^^o^^i Qm\f^mmms&m^tSLi^mm^^mfmmt^^if'to>SL&^ 

(57) Abstract: Compositions containing sustained-release fine grains characterized by comprising the sustained-release fine grains 
applicable lo tablets quickly disintegrable in the oral cavity, one or more fillers selected from the group consisting of sugars and sugar 
alcohols and one or more binders for tablets quickly disintegrable in the oral cavity selected fi-om the group consisting of sugars and 
water-soluble polymers having excellent molding properties and being obtained by granulating the sustained-release fine grains with 
the use of the fillcr(s) and the binder(s); tablets quickly disintegrable in the oral cavity with the use of the above compositions; and 
a process for producing the same. 



(57) 



oc 



o 



wo 03/009831 Al llllllllilllliliillllilliiliiliiM^^^^ 



wo 03/009831 



PCT/JP02/07550 



m m w 

^— t&f^CDPEl^Ji^^^ttLxTJ^, •e?iJ;l^^R.P. Scherer 6rt5|K^nTVi 



wo 03/009831 



PCT/JP02/07550 



(aP^i^liA°>7V-/ bWO95/20380 (^jiS^BI^m. 576, 014-^, B^i^WJkmL 



;312141#) f^Em.^ (D-h(Di:)m^tiX^ri ^ nn^^i^T^^CcfcOMji^n-S. 



.om.Wi%WL (CV%) ;^>^0-3. 



mm: 



wo 03/009831 PCT/JP02/07550 

=^-^^^\.tL umHmmmmt. ^tm^nx^^t. ^(Dm.mifimu^w:\r^ 

3. li^7S:i'i^T;U:3-Jl/^^^?^'l40®i/ii^^, McD^SVii^iM^3<±:^>'Mi#^c^ 



wo 03/009831 PCT/JP02/07550 

■ 

2 0-9 8%, 1-3 0%tbfeJ:IB3{::lBife©Pji^i^3il[i 
5 . f^l^^SOl&^^^iSliia^^^l^ 0 . 1 nm-m 3 5 0 Mini: Ufc:±BB4 

■ 

10. pjgi^jti:iJ^li^^^^*^'"^>'V^-^^ y;vtfh-;K 
9 fciBm®Pi$i^^lBig^^1^iit'!Mfe^"^^^>a^^^ 

11. ±tB 1 0 ^zUm.O^WL'&^'^'^'^^'r^J^^-^^ 6 75: § P B^I^tI^^^^^ 

12. ^»±^— 140D3t^-e^'g»^'^«C5^»i#l& (CV%) ^^3. 5%OTT^ 

S C t^i}tmiT^±IB 1 1 {c|Bife©P^F^5I^^^> 



4 



•A 



WO 03/009831 



PCT/JP02/07550 



16. ^m^^^"?^ KJ^5^J^<fct;n 

^tll- 5 0%. 20-98%, 1 



- 3 0 % i b:^±IB 1- 5 \zmWi.(D PS^P^ji 



1 7. 





_htBi 7icl3^cDam 
2 3. ±IB 2 2 iCBB*feo^:^'ltmS-?^»^ti;&^ 63^.^ ^ PflSl^5S^^^®*^^ 

« 

2 4. -^ati-'Soj&i^ir&^mtimco^iij^i^ (cv%) f}^3. 5%sxrx^^ 



5 



wo 03/009831 



PCT/JP02/07550 



« 

@ M # O 0 Ji(Df^J;§:ttm3^^t!i^o IS;|S^3#i, 4#@-" - ^Pj. P4 ^ . 

— ^tetcll P, ^^"TJlttt-^o 
G, :Pi ^lRiCSP€©l^±Oiii§.fife<^©*i£^Sy^MJ^<^«» 

#@ ^Gj^ G4-"-<i:b>"— ISfi^tC^^ Gi t^rc^^-r^. 

? i m?p^J a: ©^i*ff j&^^fp ;^ e. nx t -r t> ^ a o 

2^> J;!9^^b<^^0-l:b^T^-S^^iJ^^U. {^J^«ffl!^<2^MA°>:7 1^^^ h 



6 



wo 03/009831 



PCT/JP02/07550 



WO98/02185. S^/A^§i;'^>:7l/';;bWO96/20380, #|i¥lO-182436^/^^IS. ^ 
|ii#|^i±iill0/142,081^ (^]^;;lll|^ii#l^ttSlilPCT/JP02/0448l) #Tii7i^$nTV^ 

1 Q%'^%^Z.t.^'^'^.> 




cv%= (-o-^ o^»<^ii2#M^> / i^mcD^i^m *ioo 
mt^t) jii^^ n ^1 1 ?:^-r 'b 0 T $ ^ c 



wo 03/009831 PCT/JP02/075SO 



y>^_^^>y>^^ mnwrnrnM. ^^^m^B.^^mm. wifAm^nu s 
jEi^T^ij. skWiii^mn.' MMUsw^L mn^'^^M^ nmst&nu m^mmk m 

tat:x^5>^j, m^mm. ^mM> m.m&mmn^ itmm^^L m^mmn. 

>">A. ^r/P^-fe^. i2V':=i^>'>^> Aji/T^n^^i/:/. Y'-)Vm<Dm^. 

•tf>> :gm;t;v-5^H>, :^m-;^3;vi^tf>. $^t!UiS'*^~;i/^ TAuy>> mm. 

-1->^yp-;K |gmt:F^^5^^>^ ;>^^^;VHW'^^ :7P'fe5h\ XlfP/^tJ7h 

■ 

AJl/7°Dm:^ h U C'A^©irL)ltl#^> ^hi^uy'yS.]^. :^m^^■fe^^>^ 

>s mmV-ny^Lj-M ->P5^75X U^-^tfU h*^1^-;K PA-N'SF, T 



8 



wo 03/009831 



PCT/JP02/075SO 



>':^hU^7A. v'^;^;^^^^^. Dn;^:^'^^^, 7JW\*X^^>. Th>lWt7.i5^5^ 



<DBFRmmn\. -/^yjvtixh. ^y^M:^h. 7)vy^u-)\^. 7>fu^ 
v-;k 7*7^vxh\ i/^;w7'xp>-;v^'^ians^^^^ -<^7°d;^ 

<, $^lc&^b<i^2 Ow/w%U;TT$)^o ffl^i'^^^SiJ«*^-?^l'5 Ow/ 



9 



wo 03/009831 PCT/JP02/07550 

n^i^m.'^'^^tLxmo. 1 um-ms 5 0 M m5i»t$f ^ L < . m5 fim-mz 5 0 

m^r)±^\,^tns^P^(Dif^'y^mm(DmM^m<m^-t^^^\zf3^^xv^ 

•5. 

y hwooo/24379fcii^$nTVi;g>j;5fc, ^mti^m^±jvu—xizm^^mm 

•?^fife$'&,^^Efe:Wfe^<i:-r^Ci^ti?§-s(xtf-feW|g4 0#P. 16-3 3. 

10 



wo 03/009831 



PCT/JP02/07550 



wm\z\t7^V=-Y') }Vf^E. ^'^b7K^^^ ^^^e^J::^^ ii-^^lt>s i^i^u^^ 

> 

lit. ^q°n^ : ^t-f hLlOO. F ^^^^^^ hS. ViTtlfe U-A^tSSD , ^ 

LlOO-55, y^'^^y FL30D55. l^-A^WfS:E(Dmm^r ^ V Jm^^M"^ 



11 



wo 03/009831 PCT/JP02/07550 

■r'&(WO95/20380(Mj^;:*|i!#|^5,576,014#. B*#l^<^^m3122141#)#m)o 
^;^c3Rl5!#|^tti^lO/142,081-^ (^^S®l^#fFt±SI^PCT/JP02/0448l) iCfBifeOill 



12 



wo 03/009831 



PCT/JP02/07550 



10/142,081# (M^mi&m¥iiimFCT/JP02/04A8l) izm^0mJ^(Di&^^BBX' ^ 

7m^. 14;^ 9 7*0, y;l/Hh-;i/(7K?Pt)^ ife.-^ l o o 'CH) , -^Ah-T.imik 

<(^ji^ji'n-x, ^v'Uh-;K bi/AD-x, y;i/Hi — ;k xu 

)SBii^#i^miipcTyjpo2/o448i) \zmMi.(Dmj^<Dm^^mmx$)r). :^mm^zm<^^ 
0^v<}tmjk(Dm.mmt(^2 ox:y.±^^mmx^^, iMmt^m\z^n^m.'&u& 

v;i/Hh>-;i/(ii.'^si lot:), xU7>u b-;i/(g!fe;^i 22-0, ii7>zi-x(m,'5r. 

13 



wo 03/009831 PCT/JP02/07550 

m^\zm^^^ti^ m^om^wmj iL.Ti»a-7.(— 7X?Dtj. mssx:) 
y!)mm-^ti^^^. mj^om^mmi tbx^v'Ub-;!/, m/ad-t;, v;v 

t*b-;K xu;^Uh-;k -^jv^h-ji^. •^>-h-JV. ?L 

^^^-g-^ ri!!i.'^<^iftvi^^j tUTy;H:fh'-;i/, xu;=^Uh-;Ps ii^;^:^— ;2.> 

^M'^n^M^. ^mAcoM^mmi iiux^j'^a-x, ^ji/^^-i — ^>xh 

if;vn—x. v>xh— en, ^J;lX?Ln/0^6/&-5^J;DMI^ 

i 



14 



wo 03/009831 



PCT/JP02/07550 



3%ij^±^^)), bWNP-x^ v;i^t:h-;i/> ^Tzu-^jv^-h-jv^m 



■Mi :7mi±-^^^ 



15 



wo 03/009831 PCT/JP02/07550 

» 

ct^jtHilS^n^o MS^^llliSabThi^ 2 0- 1 0 0 Oing/5?W^L<. ^BtC 
0^L'<}i5 0- 5 0 OmgTSbD. ^ & l::^7t$f ^ b < 1 0 0-400mg-r 

i:)m^-^n^o ^tcl 0 0 Omg j;D#^^«'8-fc«> PlSl^CDiS^^fttMT^W 

li&ti-g) r^J^^iJj ©asi::^>fL-, o. 5- 5 Ow/w%;i)W^l-<. ^Sfc^f?^ 

L'<^^l-3 Ow/w^T^D^ ^ &(-^Jtl?^L'<^i> 1-2 Ow/w^lra&^c 
5 Ow/w%<fcD^</^t> PKrt3S|g:^^<hU7c!^t, J^igjl^^Ollf^^S^^B, 

■^n^^^x\t.t^\/^ifi. m^ttwt. ^n^wi- 5 o (%) ^ 2 o - 9 s (%) , 

1-30 (%) X'^^(Dmj^\^<^ 1 - 2 0 (%) , 6 0 - 9 8 {%) . 1-2 

0 (%) ■m^X)B^h\^. 

m^\t. mmm. n-^n. nmL xji-^^Vt. m-mi m^m. '^mm 

16 



wo 03/009831 .. PCT/JP02/07550 

7.T-TU>^;^;V>"^A, ->3Wffi&^x7.5^;K sJ^Uxg^l/^^^^Un 

^ t^j: ^ t F P ^ >- 7> tf ;i' p< D - 7. # © ^-^^'J ^ ^ T^t/ & p 



17 



wo 03/009831 



PCT/JP02/075SO 



Pi-; 



JiU Cb) : 3tm:^ 



<'r^tLmz. a>v-5;k hf>5;i/7i^cr))i^^!^P5^a^>^ 



18 



wo 03/009831 



PCT/JP02/07550 



x-$,^f}^. ^o:):^mt. (c) (b) xmBtirctmm^m^v. mMtr 

^Jim. (d) :X@ (c) T?#e>nfcM^J^i^i^S^-^DW^^T^X@;0^e>75: 

M (d ') :Xm (c) T#e>n;^c^J^iP^'1-§Xg. (e) : Xa (d 
'){c§I^^^i^T'5X@>j5^6Ja;'5:^^^S^T^i^^5^'^"^^^o^^<<^ '^^ 
(e) (Dmz-XM (d) &fT5;i<?:t.T#§- 
X@ (c) : *T^XS 

hx^^. b-ms o okg/t^^w^i-<^ m^o-mb o 

x@ (d) iMmnrnjin 



19 



wo 03/009831 PCT/JP02/07550 

r^iiJ ^#i:bT}a, M'^mi 0-mi 0 O'C ft ^ CO f)WkV< . 'i^2 

3 0^-1 ommtm^hK. i-4mmi)^ji:^0^v^>>. 
x@ (d ') : Mmnim 

l?^nt^#ic«!lPS^n73:i^io TMj x^fi. -^[1;^^^, aM:t-P'>^^Vi 

0. 5-12 0:^'Vhr)> B^V<\tl~6 0^^T2&^^^ ■^B\ZBl£.\^<\t2-3 

xa ( e ) : i^Mum 

*^i?};i:feViT r^^^nj tilt. ^it-{ik^(D:^miz^ont>n^i)^. :^^m\zm^^ 



20 



wo 03/009831 PCT/JP02/07S50 

— X) •i:mmmmML^m\z'zf^ift.Tt^~mxuiQ^m.mm.. sow^ 

m 2 m-mm 1 (Dm^^^nwmmm'<DB^mm-y5^-mmM.m:::-m.\z^^i^ 
mz^n^m\iMmm^x-^^o 

60, 80, 100, 150, 2 0 0, 250 MeshOlf ^ffl V^TZll^U;tc 

21 



wo 03/009831 



PCT/JP02/07550 



ll#©|f±©^ifc'lMfe^SiJ^, ■r?5:fc)-&ii4TO^ilT^il 5 OMesh on 

Mesb on CD 7 0 . 6%TS^c Ji^l#3#S, 4#@ • • • g-Pg, P^ 
15 0 Mesh on CO 2. 5%"^ab^p 

100 Mesh on 0)1 4, 3%'V$>^o ^^3^^. 4#@ • • • 

Ggs G4 ■ • • tu. ~mm\z\-^G , t^-r ^ t tT ^ o 





mmmi 











22 



wo 03/009831 



PCT/JP02/07550 



30 Mesh on (%) 


0 


19. 0 


42 Mesh on (^) 


0 


22. i 


60 Mesh on (%) 


0 


on c 

23. 0 


80 Mesh on {%) 


14. 4 


1 0. Z 


100 Mesh on (%) 


70,6 


14.3 


J 50 Mesh on i%) 


15.0 


2. 5 ■ 


200 Mesh on (%) 


0 


0 


200 Mesh pass (%) 


0 


0 • 



*itmo^S5:'l«S:-?(^#J'& (%) 

= Gl + 2 (Gi + 1- (Pi-Gi)) 

= G1+ (G2- (Pl-Gl) ) + (G3- (P2-G2) ) +• • • 
= 2. 5 + (14. 3- (15-2. 5)) + (18. 2 - (70. 6-14. 

3)) + (23. 5- (14. 4-18. 2) ) 
= 2. 5 + (+1. 8) + (-3 8. 1) 

= 2. 5+ (+1. 8) 
= 4. 3 

(M» PTFR-A, PHARMA TEST^hM) <^^XMM V fc . 

^li^t^e gCD^J^^D. 2 5 r pmCDlHl^ji^JcTl 0 0 IsI^^iD^JOfiS 

(^T!:i::^0mt/»(^^»^i5c (CV%) tVTm-t. 



23 



wo 03/009831 PCT/IP02/07550 

m^:$^A7^D-»8 0 g, h FD^^>'7°atf;vj?^5^;viz:;i^D— 7» (TC5E, 

T102 (fSfflig, ¥i^3|at^#^ 12 7 ^m, 5 0 1 5 0 

jum) 4 0 0 0 g&git&jijSWC^a-Ohig^m, FLO-5) J::{±32b^, it-f FT. 
T'l/'-^fe^CTilCDj^^S^n— x-f >ii7'L/ (t^S?^l;l 0 Og/min. i^S^^jQE4 k 
g/c^l^ MM^4 0'Cs ffl5:^mS8 0'C) , *g^^A7.D>'>i^^^#7c:. 
gijfc. X9^;V-fe;i/D-X (53t'fb^) 5 3 3 g, h:FD4^->7°PH;l'^5^;V-fe;i/D 
-X (TC5Es ^ifiiS. 1 8 7 g trMi^7jc 6 9 8 g . ^:$'y-;l/2 

2 5 8 2 gOii^gfc^^f bjfe. igmi^AT.p>'>3gt^4 0 0 0 g^mwim^mm 

>-ti7*U (fKSIiSa 4 0 g /m i n . it»S^JEE4 k g/'cm^ Mi&-S5 0°Cs 

Tn— ^•(j^lPn^&^ jfi<b^M) 2 0 0 0 g^ EudragitL30D55(®ia^^ Ix—A^tM) 
4 0 0 0 g, EudragitNE30D (^iPb^S . I/— 6 6 7 g. *t«7j<6 6 6 7 g 
CDP^g^n— (iitS?l^*4 0 g/m i n, nRS^^BE 4 k g / c m ^ 

2:cD®^141^i^l!4iS[S|&-?3 6 8 g. -^y::^ h - JV CMm^tmni^M) 2 5 6 0 g. 

¥LJ» < b* ^ 6 4 0 g ^mmmot^i^ (.y u-^ > b^HMs flo-5) 4- ^ct. 

4 0 0 g <D'^)V] — X (5f*Jg^», iSia=fi : ^>'^)V V S) ^"^tJ 4 0 %w/'w%7j< 
Mi'T5tJiaU (itil^g!S2 0 O.g/mi n^ "t^^^ffil. 5kg/cm2s M 

«^^V:^T?I^JE1 0 0 k g/punch, 1 . 0 k p iCT 1 feS;*:: D:^^ 

:$'AT.Pv'>0. 2mg^^tJ'2 0 OmgO^^^igbfe. ^^^C^ d^^^ij^rg 
M^Cr^AfXT.^'yi:?®, PR-35C) ^ffi V^T 2 5 1:/ 7 5 %RH(^JPia> JP 

ST \zi 8 mmu^i^rcc ^©t*, a o 'c 4 o %iiHT 3 mmt^^Ltc. # e txTt 



24 



wo 03/009831 



PCT/JP02/07550 



9kp(n=5)> 



iJt^ 0 . 8 % ( 1 0 0 m^) •> niSf^li 
:i^-'14^i¥ffiL/fcJ®». CV%=2. 1% 



R^fal 2 0 



fe?4 5. 2g> ::^7^T'J>m:^3;^">^>A5g^S^^. D-^ U-*T^il=tr^ 
V^TfI^ffi9 3 kg/punch, ^0 W« 1 ■ 0 kplCT l^^:^cDmi£^A;^D>^ 
>0. 2mg&-&tJ«2p0mg©i^^^^l-feo-::5^i;:, ^cD^^i^'EMfi^C^ 

mmi^Tc. ^<0'^. 3 0-040 %RH-r 3 Bt^^^^Ufe. # e,ti:fe^^Ji^®«4 . 

fc^^. CV%=5. 6%^^U. ^Si^-tt^C^^^^J-e^-:':^- 



D 3 19. 3g, ¥Li» (F^^^l'^S^) 7 9. 7g&§KSjJl^tJ^^ C^n-O 
hi^mm^ uni-glatt) 't'iCT-, 5 0 g ©-^jV mMM'^. : i^>'7 

;VhS) ^^tr2 0%w/w7j<?§^tCT5i)&bfe 0 g/mi n> i«3 

^^ffi. 5kg/cm^ Mp°o2a^3o'c. ^i^Mecc. 



fT^^i^ffiViTJT^JE9 6 kg/punch. 0 k p ^CT 1 Ife^Tt D 

iS'A^^OvVO. 2mg^-^tJ2 0 Omg(^»J^«U7to Jl©^^J=^m 

m-fbtci 8BtF.m^bfcc 3 ot:4 0%RHT3m.lll;i^i^fc» t#5>nfc 



25 



wo 03/009831 



PCT/JP02/07550 



mMitmms. ticp (n=5) , nmp^^mmmi 5^ (n=3) ^^ltc, ^tc. 
^mi^—\^^mmhrc'^^. cv%=4. o%^^v. tttc^^^j^^bo 

(^2) fe-^fe-tirx^To 











mmmz 


mmm2 


























^i^m'rm (Mm) 


165 


393 




204 




30 Mesh on i%) 


0 


26.9 


19.0 


1.5 


1.1 


42 Mesh on a) 


0 


29.7 


22.4 


5. 1 


6.2 


60 Mesh on a) 


0 


23.8 


23. 5 


23.1 


27. 2 


80 Mesh on (%) 


14.4 


9.8 


18.2 


31.5 


43.4 


100 Mesh on (%) 


70.6 


2.8 


14.3 


15.2 


17. 6 


150 Mesh on (%) 


15.0 


3. I 


2.5 


16.1 


4.3 


200 Mesh on (%) 


0 


1.5 


0 


5.1 


0 


200 Mesh pass (%) 


0 


2.5 


0 


2. 5 


0 


*5gJifeiS.oSy^ (%) 






4.3 




11. 2 






















i:mm 1 




























sii5ta^^ 




165 


179 




196 




30 Mesh on (%) 


0 


4.7 


0 


3. 1 


2. 1 


42 Mesh on (%) 


0 


8. 0 


0 


11.3 


10.3 


60 Mesh on a) 


0 


13.8 


0 


17.8 


19.3 



26 



wo 03/009831 



PCT/JP02/07550 



80 mesa on {%) 


1/1 /( 




14 9 




42 2 


100 Mesh on (%) 


70. 6 


18.9 


70.9 


12.8 


21.2 


150 Mesh on (%) 


15. 0 


17.8 


14.4 


13.8 


4. 9 


200 Mesh on (%) 


0 


8.4 


0 


8.8 


0 


200 Mesh pass (%) 


0 


4.9 


0 


9.0 


0 








99.2 




16.0 



%W&MMt^<0:K^6^\t.. 8 0- 1 0 0 MeshJc:#^L/> 1 ^ 21?^*. 

*aiiao#i{!:'I43fe^J^»^#«•rs S O - l O O Mesh^^mtH-a-^O^ 2 0 

1) . 11. 2% (Mmm2) oi^cD^Kj^ifcti. ^n^nz. 2 (cv%) . 2. 

1 (CV%) Tfea^ -7(^jti&iac^*!!-^35'^^9 9. 2% (tbWJl) > 16. 0% (fcb 

^m2) <D^<D^mmmt:. ^n^ns. e (cv%) ^ 4. o (cv%) t^-^ 

^ (CV%) (Dlil^^^^^ < t^j: D . l^^tt-rab^S. 5 %^^A^^^m^7k-:3fc. 

?g-^uT, B:^mMwmmmi!km-m''{iP'B:i: ■2)- ^-^xsnm-m (p-h-6. 

27 



wo 03/009831 PCT/JP02/07550 



8) . 5 0 0ml ^m^^tco 

12. 8%) . c:ti«, ^M®(;:^itfettmii-?d^a^$n/ji;^;>-Q 
W t ^i^cfel^m^ (ommiz^K) 5^t5^J^$n^:ifc<i§%®<hit^$ 

m^x:^^m\z^ 0 , #i^tti*i£^^^M?^»n?3te^tcB)^^nxv^^ 21 tf)mm 

T^n] ;i/(m^P«XllM) 2 6 0 9 ?LSI(H^:5;WiJ7i?) 6 5 3 g^t" 

T, 40 0 g(;Ds';V] — 7.(#MF©*^ :-y->'T;i/hS)^#tJ2 O^w/w 

TK^MtCTaS&b (itSJ^Sl 0 0 g/m i n, f^S^^Jil. 5kg/'cm2, 

MM^2 s'c^ ®^jaS8 ot:, ^mii--^^Ji^ : 2 O^^i^^- 3 0#^^) ^ 3^ 

^Bja^ife^^^^^^cc c:c^f#&nrcmpK#)(-xx7U>'^:^;p>">A3 2 g^ti-s-^. 

U -tJ^m^M i^^Xfl^B 1 0 0 k g /punchy 1sO^®J^ 1 . 0 k p t;:T 1 
l^^/iD:^^^7i^7,D>'>0. Img ^■^'fi'l 2 OmgO^^J^ML/TCo tJ^^^C. 
C:CD^!l^tl?atlW(^>'WX7>^^;/ri7M. PR-35G)^^ViT2 5*0/7 0 %R 
H0jDm> mmTiZl smmU^htCo ^(DW:. 3 0'C4 0%RH-e3B#rpmMb 

;^co # tircm.mtm& 5 . 2 k p (ii=5)> 011;^ 0 . e % < 1 0 0 0^) , pfl$f*u 

Ii^B#fBl2 0#<n=3) ^^UTc:, ^fc, '^»ife)-t§^i¥'fffiL'7c^^;^> CV%=2. 



28 



wo 03/009831 



PCT/JP02/07550 



1. 4%t'r^Xl 5%£>ll^Ta&D,»KbB#©mffiii:i>^'7^Vi^i:d^^m^nfcc 



^5. 6kp(n=5), mmm.0. 6%(10 0|llte), PH^I^MbM^WS 5#(n=3) 

^^U?fcc ^fc. CV%=2. 5%^5^b;fco 
^^^^ 1 2 7 /im> 5 0 -1(5 1 5 0 Atm) 3 0 0 g ^^KliiM (:7 

u-iyhmm^. vmi-giatt) i-ttjA^. ij-i'HT.^V-l^tcxciom&n^x^ 

>^l' (i^SM*! 4 g/m i n. itSS^H 3 k g / c m $ip°p?a^3 2'C> 

7 S y :7 X >igL^ 3 0 0 g^«fi£»jB3fi&m P-f > bi^^iit^ uni-glatt) iClttjA 

M?SS8 g/m i n. 




ii^^H3kg/cm^ M?a*3 St:. ®:^M6 7°C) 

CmfR-fbeSlXmSi) 3 14.2 5 g^«)13tW (7P-1'>b 



29 



wo 03/009831 PCT/JP02/07550 

1$^, uni-glatt) ^\ZX. 6 7. 5 g(D^)\^] — 7. mMM^. iSS^S : '^>'^)V 

hs) ^-^tj 3 0 %-wyw7mmizxm^iL\^ immmm 1 5 g/m i m.m^^ 

« 

„ ^ ij — JT^a^M ViTJTifeJE 2 5kg /punch, 2 . 0 k p tCT 1 ^fe 

^J&timM^ (:$7AMX7.^>;/i^ii, PR-35C) ^ffi V^T 2 5 7 5 % RH©iD 
m^ tlPSTfC2 4Btra'{^^^b:^o 3 0'C4 0%RHT3^P^^mL'fco # 

e)nfe^J^^^S3. 5kp (n=5) , PJKWII^B#W1 2# (ii=l) ^ 
;^c, ^Am—^^VmVTcl^^. CV%=1. 2%&^b, m$f?^i:#»i^— ItTSb 



^»!14 

Tizb75y7:i:> i'^'My T-i >^^i3^l'^^) 6 0 0 gs t K D4^ix7°a k! 

;k><5^;nz:;vD-;;^ (tcbe. mmt^m) 120 gS:> ^^/-;n 4 4 0 g, 

¥l^i^^fS*5 6 7 Mm, li^«7 5 iim&Cf) 3 0 0 g^^ibSatfeiS (^O-l" > 
h:^^^, uni-glatt) \Zi±Th^. F7.yi/-SlC:T;i©^^^3-7^^ >lJ7*b 

■ 

(iK^?^a 1 0 g /m i n , 3 k g/ c m^. MiaMSS'C, K^?^ 

-X (TC5E, ^ift^, jfSfi'fb^M) 8 g ^ffiilTK 7 6 g ^ ;<^y— ;H44 4gCD 

T-fe h T 5 y :7 a: >5|fc^ 4 0 0 g^«latigim (7D'i'>'h|| 

30 



wo 03/009831 PCT/JP02/07550 



1 og/mi n. m,m^mBs kg/cm\ m&m.m3 qx:. m.mE.m'7 

(m5fg^b^Xiim) 3 9 3. 4 g ^^ibS^ilia (7D'r > b 
. -uni-glatt) ^\ZX. 5 2. 5gOT;i/b-7. (#IKfg». ^fp^ : it>-7JV 

8 %X&^Tcc 

-fl^^^MV^Xfl^E 5 0 k g /punch, ID^^S 1 . 9 k p iCT 1 ^^fc 0 T 

-irhTay 7x>2 Smg^-^tf 3 5 Omg^^^J&MUi^cc ■::3^1v:, n^^J^ 
iSiaMm (^J'AMXX-^^;;^^®. PR-35C) S^V>T2 5 7 5 %RHOiPa, ifl 
ST{C2 4^K«#Ufco 3 0t:4 0%RHl?3BtP«1IS^Ufc:. #&nfc 

^^J«®m4. 8kp (n=5) . mmmi. 23% (lOOHIi^) . PlSil^^lli 
mi 3^ (11=1) ^^b^c. ^fc, -^»j^-&^Mb;t^^. CV%=2. 4% 



■Mm 5 

t!;^^^;^-fe;^^-7^ (tc5e. imit^^) i2 0g^, ;?^^y-jV2 6 4 0 g. 

i^/7DD;><i$'>2 6 4 0 g©Mt;i?tMb7to (frB2^V;VbM> 

p°d! ^mi7-11*5 6 7 Mm. ^^'#7 5 /xmi^i.T) 3 0 0 g^rMSifilia (7n 

31 



wo 03/009831 



PCT/JP02/07550 



3\\\z. X^;V-fe;Un-X (BMitm 4 5. 9g. \i\^u^iy^u\^)i^:^^)V±)V 
(TC5E. im^\^^m) 5. lg^**M7X4 8. 5g, 

mMMM.1 St:) , 21 C5^i&m«*i^ l 16. 4g, tf>s 

4 2.7 g^m»))i3fil&^ iyu^WmMWi. uni-glatt) ^\zrC. 1 1 7 gOT 
b (ISS^^* 1 5 g /m i n , i^S^^ffil. lkg/'cm^ ^^^^^2 8'C> 

$e>fc#e>nfc*afi£tiJ::7.5"TU>®'=e^^^-~>^7A3. 9g^^i-^^^^ d-:$^u 

-tma^ffiV^T#T^2 0 0 k g/punchs ^50^^^ 1 . 9 k p ^CT 1 

^tSMtmm (:^;WX:^^^;/>7m. PR-SBC) :gr^ViT2 5^07 5%RH(DMs 
MTf-2 4^W#i¥L'fc. ^©m. 3 0'C4 0%RHT3^F«m«iL.fcc #&n 
fc^iJ«®iS6. 4kp (n=5) , MASl. 13% ( 1 0 0 tslfe) . um^m 
P#F^2 15^ (11=1) ^^bfco ^^c, •^ftl^-'lt^lfiiffiUfcM;^, CV%=3. 3% 

&^^i^^'J<h(D^tti&Jt^t',-^®^^^tBb7ti:^:a> 2. 50#FplTa8. 8%> 
5BtF^-e^^6. 3%. 9. 5B#^lTi'^3. Z%X^X^> {win^Bf ^l-^ V^'r fe^i^ 



32 



wo 03/009831 



PCT/JP02/07550 



_ 6 g/m i n> itMS^j£2 k g/cm^ lS[aMS2 St:. ffi5:^M6 Ot:) , 

tiFP=^>':/at!;i/^5^;v-fe;i/n-x (tc5E, «M>fb¥m) i20g^, ^^^s^y 

-;V2 6 4 0 gs ~:;C7VU;^^>2 6 4 0 s<Dmmzmmi^r^~ 5fe(D375Kt^3 0 
0 g ^SitlijPiS 



(ya^ >hMMU. uni-glatt) Izti:^^^ 





;i/D— 7. (TCBEs i^i5ca^> fs^ 




1 5 g/m i n. f^S^^ffiS k g/ 

5. 3g^3i*M7K4 9. 9g, 
9 4 7. Q sommzmmi^fc. 7^LV7^jy:^ym.^^ 5 o g sr^aniti^ 

(:7n'l'>hEmM> tmi-glatA) i^ttiZ.^^?.. Fx:/v— J^l'Tllc^Jg^S^P- 




7^. ®^mm7 5t:) . ^ 

;i 116. 4 g, t! > 

Ufc^>Xh-;V (m^PibfiXXHM) 5 4 2. 7 g^SS 
mM> uni-glatt) •I^ICT. 1 1 7g©-7;i/h-X a^M^*, ^p^^ : b 
S) ^-^tf 3 0 %w/w7J<^^Sl::T5fii^b (le^^SSl 5 g/m i n, ttS^^ffi 



1. lkg/cm^ Mo^piaSSO'C. ^^^tm4 0'C. it^it-r^;i': 2 0# 

-?T^m=&^ViT*Tmi4 0kg/puBch, ^g3miS2. 6kptCTl^^fcO 

7x>5 Omg^^trS 2 OmgO^^J^mbfc, O^lC, ^lO^^J 
^tl'iatlM (^n-i'XX^^yi^m. PR-35C) :g:ffiV.T2 5^7 5%RHCDM, 



33 



wo 03/009831 PCT/JP02/07550 

MMT\z2 4mm^^vrco ^om. 3.0*04 o%RHT?3B#w^i^iL/:fe. #e.ti 

fc^UtMS. 5 . 9 k p (n=5) . BiR& 1 • 6 4 % (10 0 m^) . P'j^l^^^ 
B#K2 6# (n=l) ^^bTc. #M:i^H4^MU7c:i^m. CV%=2. 0% 

mm mn^mML'^'CDm 3 o %?ttBoB#M) ^ 5. 5 0 % 

6%. 5. 5B$Wr»l. 2%s 13. 5P#W-eJt3. 2 D> -fHincostMfc 

7 

m.m^A7.ti-»8 0 b FP^'>ypt!;i'-fe;^o->^ (tcbe. -rt^^b^m) 

8 0 g^ffi^7j<3 0 4 g , i?' y 2 7 3 6 gCD?l?S}C}gMUfec iz;^^^ 7102 
(^iSi^. m^bfiSm. ¥J^i&^^*lJ 1 2 7 Mms li^^lt) 50-^tJl50Atm) 4 

0 0 os^mmmmmm (ya^yhmmm. flo-b) t^^:Ji^^ it-f Hxyu- 

^i^Ti^O^^^^^n— 5"^^ ^-ii^'L (itS^^ftl 0 0 g/m i n/min, iS^^^m4 

SUJc. xg^;i/-fe;i/n-x (BJi-fbi^) 43. 7g^ t FD^~>:/ni^;V'^9^;^t: 

;ixn->5, (TC5E. msh^. mm^it^m) 12. 3g^i«m7j<4 3. 9g, 

;i/8 3 3. 4 g(Dmmzmmhrco m.m.i^A7.tii^>m.^4 0 0 g ^gftftjiiiJiam 

(yu^>hmmm. uni-giatt) \zti:^^. W ?*^cT^ll:D^:^Srn- 
uni-glatt) \Zi±i2-^. ti-'f HX7°l/-fefcT. T^^T^-b (f^Si^S, Mit^U) 

9 0 g. EudragitL30D55 im^a^> k-A%hM) 1 8 0 g, Eudragi tNE30D (j^a 

Iz-A^hm) 3 0 gs J!t^7j<3 0 0 gCD^i^trP-T-'r >il7*L (it»^S6 g 



34 



wo 03/009831 PCT/JP02/07550 

(^y^r7^^p>j^) \zTm^l^ft'^>-'^^^^ (^fOfb^X^m) 5 6 8. 

2gS:tJ^u» (F^a;v^m) 142. 1 xuxu h>-;K0Wb^i^) 7 2 

g^mw}mmm.m (yu^yvmrnm. um-giatt) ^\zxs i s g©n7fsUt'F> 

15g/min. iftS^^EO. 5kg/cm^ iSn°p^4 Ot:, 

T3 o5^f^i^?tbfc;. 'i^<^nrcmm\mm6 . skp (n=5) , ^amo. 28% (i 

OQiHK) . P,iSl^limP#^ 2 7 # (n=l) §^Ufeo ^fc, -^ii^-ft^Mb 
ycilSm. CV%=1. 6%$r^U Si!ffj:^»i^-14TS^;iai;&55t^^nrc, ^ 



»J8 

-:^7;i.i^H> I 2 0 0 g, kFP^v7°Ptf>'i';^5^>'^-fe>'^°-^ <tc5E, 

ffi^-fb^M) I 2 0 0 g^, p^:5'y-;V48 0 Og> 5^^'PDp<^>4 8 0 0 g(^) 

mmizmmi^Tc. zim<h^-^m (->u:^jy;K s/^'^^tM. ^i^^i^'#iU4 sum. 
j^i^ti? 5 Mmiy.T) 3 0 os^mmmitm.m iyu^yhmmm. uni-giato 



7 or) , 



35 



wo 03/009831 PCT/JP02/07550 



-X (TC5E, -m^p^. M^fb^M) 6 g^mmy^57g. / 1 0 8 3 gCD 



m. uni-glatt) \zti:jh^s -tt-'f H7v:/l/-^*te:T:i<Z)^^^n— >iJ7*b 0 

m^ms g/mi n. mM^^m2. 5kg/cm^ MM^Sgr, ®:^iS.m 

-?y-h-)v (Mm^h^xmrn.) 254. 4g]3iu??L^ cf^^jv:?'® es. e 

uni-glatt) ^^CT, 8 gCDnjJ^U b' H> (BASFam> ^iS^Kollidon VA64) 

tr 5 %w/w7j^?^^^CT3ifeb (i^m^M 1 5 g/m i n . tt^^^JE 0 . 5kg 

4 0 OmgCJ^SiJ^i^Ufec ^iP^td, ilCD^3^JSr>^P^9A:r-7'> (3! 
M0Y-112P, 1^>B—nm) ^ffiV^T. 1 3 O'C'riO^TO^bs 

T3 0:$^P.^;!ife?^U:fc« #&nfc^JJl^*3 . 7kp (d=5) , MiMSO. 1%^ 

T (1 0 omm) > nBP^^^^^2 0# (n=l) ^^Lfce -g-Si^— ittr 

ff-teb^M^, cv%=i. ^^?fcj;a»J^— 'teTfe§;it;05illS$ti. 

B#Fb^ (=i^^c!ttt«^COj^ 5 0 %mtii(D^^m) ,5.5 (^^Sd^f^i^CDJi^ 8 0 % 
C?), 0. SPfWiri^lO. 3%, 2 0tr^T«12. 8%, 5. 5PtFBll?Ji6. 6% 



3'A;^av'>8 0g, t FD=¥'>7°Pk°;V;^5=-;i/-ir;i/P>-7N (TC5E. {f®{b 
i^M) 8 0 g^llSi^TKS 0 4 g, ^^y— ;i/2 7 3 6 sOM'^iZ^MhtCo ±)V 



36 



wo 03/009831 



PCT/JP02/07550 



y^rm ^±im^^i?^^i 2 7 am. 3gfc^@J^5 0-mi 5 

oiim) 4 0 0 0 s ^^WiMm^m iya^yhmmm. flo-5) MoX^, i^-f 



gijt. 3L^)V±JVn-y. (Bii'fb^) 5 6 1. 6g. t Fo4^->:/Pt°;Up5.5^;i. 



•k;i,D^X (TC5E. ^.a^, m^^b^m) 15 8. 4 g =£5itM7K 5 6 4 g, Z:^/ 
-;H 0 7 1 6 gC0tS^{Cjt^fb^oi^^t$'A7.P>'>&^4 0 0 0 gSgftibSii 



4 0g/'min^ t^S^^JE 4 k g c m \ m.ShmM4 



FLO-5) 



$6 id, ^:©1^lejCte^fe-?4 0 0 0 gSrSttS 
(cttjA^s HT-T^lz-^Si-X, T^TU-h :tfi«m) 8 0 0 g, 

EudragitL30D55 C^tS^s. V-A^h^) 1 6 0 0 Eudragi tNESOD (^q^p^s U 
-A%fcM) 2 6 6. 7 g. 3Wm;i<5 3 3 3 g®tg?S^n-x^ (it#S^«6 
0 g/mi n.i!tp^^i£4. 5 k g/'cm^ SSMSS 0"C,®^M8 4X^) . 

}c:Ti^#bri-7>r.h-;Km?0{b^X^M) 2 5 40. 2S:tX« (b^^a;i.^ 

M) 6 3 5. is^mmmmim {yo-i^hmmm. flo-s) 4^ict, 4oog 



ap 



jifib (i^ilJ^S 1 0 0 g i n . it^^^JEl. 5kg/cm^ 



PR-35C) ^^ViT2 5^7 5%RHCDM. MT^C 2 4 Bt-W^^<^b^, 
3 0''C4 0%RHT3R#WI£#.brc,#6n/t^^ij^i^i£4. 1 k p (n=5) , 



37 



wo 03/009831 



PCT/JP02/07550 



m^mi. 6 7% (10 0®^) , Pmi»^BtK2 0# (n=l) ^^bfco Sfcv 

^ o 



« 



38 



wo 03/009831 



PCT/JP02/075SO 



^ CD IS ffi 



1. mti^^^t*^f^^s:<4«i^. :^^xm^rc\m7jvzj-)vi}'^ibfs,^m^^i 

1-50 %v 20-98 1 - 3 0%tU;t^^^3tCia%OnjSF*33i^i^^ 



on 



6. ^ 



i;^ T f - ;V/(?^ ^ § If ^ f9 ®^ ^ 1 a ^ 2 a ^±1? ^ -5 9 



39 



wo 03/009831 



PCT/JP02/0755O 



1 1. it^^i o^^lBffecD^^^^Mi|&^■^wa^»e./^?)^JKF^3ilt: 

12. ^mi^—^omm-c^^m^MiO^'mmwc ccv%) t^s. 5%OTi?fe^ 



1 6. ^.mwm-^ mmn^^xsn^m 

■ 

ni-50%s 20-98 %^ 1 -3 0%tL;tffi5^:^l S^CBa^OP/igf^^Ii 
1 7 . mMmM'^<D^^%k=f-%^m O. iMm-^SBOMmt tfclt^^R i 6 



18. W^'&MiL=f'ti'^Mii<^h^^m't)VU-7.ML. 



1 7 ti3ifeoPSgf^5ll^^^#:§S:'l:^»^^W,m^t?©m3S:&^. 
2 0. f^;fe§:'lt»i^«^'!4#«»i^^^^ft^3Si 9 fcfE«ic©PJi$i^^ 



40 



m 



WO 03/009831 PCT/JP02/07550 

2 4. "^Si^-H4cDjt^Tib^m«^fi©^ii^l^ (CV%) ;??53. S^OTT^-S 



41 



wo 03/009831 
01 



PCT/JP02/07550 



50 -i 




0#Fb1 (hr) 



1/2 



1.0 1.5 2.0 

(hr) 



2/2 



P3 



PCT/ J PO 2/0 7 5 5 0 





m^^n^m (IPC) ) 






Int. Cr A61K9/20, A61K9/16, 


A61K47/10, A61K47/26, A61K47/30, 


A61K47/38, 


A61K31/18 


B. m^^n-=>fc^m 




^ff^m (IPO) . 






Int. cr A61K9/20, A61K9/16, 


A6LK47/10, A61K47/26, A61K47/30, 


A61K47/38, 


A61K31/18 



CAPLUS<STN), REGISTRY (STN) 



C. 



X 
Y 



BP 745382 Al (YAMANOUCHI PHARMACEUTICAL CO. LTD. ) 

1996. 12. 04 Claims, page 8 

& WO 95/20380 Al & US 5576014 A & AU 9514671 A 

& ZA 9500702 A & FI 9603022 A & NO 9603180 A & KR 97700488 A 

& NZ 278678 A & MX 9603035 A & CN 1139878 A & TW 391880 A 

& PH 31467 A 



1-5, 13-17 
6-12, 18-24 



X 
Y 



JP 11-35451 A i]M-^P^MW^'^^^ 
#rPl»*(D$Sffl, [0 0 2 7] 



1999. 02. 09, 
[0 0 3 4] 



1-5. 13-17 
6-12, 18-24 



2^ 



0 8, 10. 0 2 



29.10.02 



L 



B?^ia4t»f;i= (I s A/j p) 

PSil^-f - 100 — 891 5 



3^ 



-p ^ _ f/"-' 



4 P 



2 9 3 9 



f-f- 03-3581-1101 F^^ 3 4 9 0 



^^SCPCT/I SA/2 1 0 (^2-<-i^) (1 9 9 8#-7^) 




c mt) 



EP 1125576 Al (TANABE SEIYAKU CO. , LTD. ) 2001. 08. 22, 
& WO 00/24379 Al & JP 2000-128774 A & AU 9962286 A 
& CN 1331583 A 

JP 62-9 A (\li±^mW^^^^±.) 1987. 01. 06, ±-X 



PX 
PY 



TO 01/72285 Al (M^M 
& AU 200142783 A 



^Xl^^^^fc) 2001. 10. 04, ^:ic 



6-12, 18-24 



6-12, 18-24 



1-5, 13-17 
6-12, 18-24 



^SPCT/I SA/2 1 0 (M2-<-i^(Dm^) (1 9 9 8^7^) 



4, 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/07550 



A, CLASSIFICATION OF SUBJECT MATTER 

Int.cr A61K9/20, A61K9/15, A61K47/10, A6lK47/26^ A61K47/30, 

A61K47/38, A61K31/18 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed classification symbols) 

Int. 01'' A61K9/20, A61K9/16, A61K47/10, A61K47/26, A61K47/30, 

A61K47/38, A61K31/18 



Docmncntation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic database coasuited during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) r REGISTRY (STN) 



C, DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation of document, with indication, where appippriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



X 
Y 



EP 745382 Al (Yaxaanouchi Pharmaceutical Co 
04 December, 1996 (04.12.96), 
Particularly, Claims; page 8 
& WO 95/20380 Al & US 5576014 A 

AU 9514671 A & 
FI 9603022 A & 
KR 97700488 A & 
MX 9603035 A & 



Ltd. ) 



1-5, 13-17 
€-12,18-24 



& 

El 
Sl 

& a?W 391880 A 



2A 9500702 A 
NO 9603180 A 
NZ 278678 A 
CN 1139878 A 
PH 31467 A 



JP 11-35451 A (Yamariouciii Pharmaceutical Co., 
Ltd . ) , 

09 February, 1999 (09.02.99), 

Particularly, Claims; Par. Wos . [0027] to [0034] 
(Family: none) 



l-'Sv 13-17 
6-12,18-24 



xl Further documents are listed in the continuation of Box C, 



* Special categories of eked documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"B" earl ier document but published on or after the international filing 

date 

**L" document which may throw doubts on priority claim(B) or which Is 
cited to establish the publication dale of another citation or otlier 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P** document published prior to the international filing date but later 

than t he priority date clainned 

Date of the actual completion of the international search 
08 October, 2002 (08.10.02) 



Name and mailing address of the ISA/ 

Japanese Patent Office 
Facsimile No. 



I I See patent &mily annex. 

'T' later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theoo^ underlying tJie invention 

"X" document of particular relevance; the claimed mvention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; flie claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documraits, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 

Dale of mailing of the international search report 

29 October, 2002 (29-10.02) 



Authorized officer 



Telephone No. 



Form PCT/IS A/2 1 0 (second sheet) (July 1998) 



INTERNATIONAL SE ARCai REPORT 



Intemaiional applicadon No. 

PCT/JP02/07550 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Categoiy* 



amlon of document, with indication, where appropriate^ of the relevant passages 



EP 1125576 Al (Tanabe Seiyaku Co., Ltd.)/ 
22 August, 2001 (22.08.01)/ 

Full text ^ ^ 

& WO 00/24379 Al & JP 2000-128774 A 

& AO 9962286 A & CN 1331583 A 

Jp 62-9 A (Yamanouchi Pharmaceutical Co 
06 January, 1987 (06.01.87), 
Full text 
(Family: none) 



Relevant to claim No. 
6-12,18-24 



Ltd . ) , 



6-12,18-24 



WO 01/72285 Al (Kyowa Hakko Kogyo Co., 
04 October, 2001 (04.10.01), 

Full text 

& AU 200142783 A 



Ltd. ) , 



1-5,13-17 
6-12,18-24 



J 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 




TfflS PAGE BLANK (MSpto) 



